What Is Claimed Is:

Claim 1. A B7-H3 binding molecule, wherein said molecule is an isolated antibody, an
immunoreactive fragment thereof, or a diabody, which comprises a variable
domain that specifically binds an extracellular domain of B7-H3, wherein said
molecule:

(A)  binds to 41g and 2Ig isoforms of B7-H3 that is endogenously expressed
on the surface of a cancer cell;
(B)  is internalized upon binding to B7-H3 expressed on the surface of a
cancer cell; and
(C)  comprises a variable domain that comprises or retains the binding
specificity of:
(1} a light chain variable domain that comprises CDR; (SEQ ID
NO: 21), CDR, (SEQ ID NO: 23) and CDR; (SEQ ID NO: 25),
and a heavy chain variable domain that comprises CDR,; (SEQ
ID NO: 29), CDR; (SEQ ID NO: 31) and CDR3 (SEQ ID NO:
33);
(2) a light chain vartable domain that comprises CDR, (SEQ ID
NO: 5), CDR; (SEQ ID NO: 7) and CDR; (SEQ ID NO: 9),
and a heavy chain variable domain that comprises CDR,; (SEQ
ID NO: 13), CDR; (SEQ ID NO: 15) and CDR; (SEQ ID NO:
17); or
(3) a light chain variable domain that comprises CDR,; (SEQ ID
NO: 37), CDR; (SEQ ID NO: 39) and CDR3 (SEQ ID NO: 41),
and a heavy chain variable domain that comprises CDR, (SEQ
ID NO: 45), CDR; (SEQ ID NO: 47) and CDR; (SEQ ID NO:

49},
Claim 2. The B7-H3 binding molecule of claim 1, which 1s a humanized monoclonal
antibody.
Claim 3. The B7-H3 binding molecule of any of claims 1-2, wherein said molecule

comprises a variant human IgG1 Fe region, wherein said variant human [gG1

Fc region comprises at least one amino acid modification relative to a wild-
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Claim 4.

type Fe region, said amino acid modification(s) comprising amino acid

modification(s) that alters the affinity or avidity of said variant Fc region for

binding to an FecyR such that said molecule exhibits enhanced effector

function relative to said wild-type Fe region.

The B7-H3 binding molecule of claim 3, wherein said Fc region modification

cOmprises:

(A)

(B)

(©

(D)

or

(E)

at least one substitution selected from the group consisting of:
(1y  F2431;

(2)  D270E;
(3) R292P;
4 S298N;
5 Y300L,;
(6) V3051,
(7} A330V; and
(8} P396L;

at least one substitution of two amino acid residues, said substitutions
being selected from the group consisting of:

(D F243L and P396L;

(2) F243L and R292P; and

3) R292P and V305

at least one substitution of three amino acid residues, said substitutions
being selected from the group consisting of’

(1}  F243L, R292P and Y3001,

(2) F243L, R292P and V305I;

(3) F2431., R292P and P396L; and

(4 R292P, V3051 and P396L;

at least one substitution of four amino acid residues, said substitutions
being selected from the group consisting of:

(1) F2431., R292P, Y300L and P396L; and

(2) F243L, R292P, V3051 and P396L;

a substitution of at least the five amino acid residues: F2431, R292P,
Y300L, V3051 and P3961;
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Clam 5.

Claim 6.

Claim 7.

Claim 8.

Claim 9.

Claim 10.

wherein said numbering is according to the Kabat numbering scheme.

The B7-H3 binding molecule of claim 3, wherein said Fc region modification
comprises substitutions of:

(A)  F243L,R292P, and Y300L;

(By  L235V, F2431, R292P, Y300L, and P396L; or

(C)  F2431,R292P, Y300L, V3051, and P396L;

wherein said numbering is according to the Kabat numbering scheme.

The B7-H3 binding molecule of claim 5, wherein said molecule comprises:

(A)  a light chain variable domain that comprises CDR; (SEQ ID NO: §5),
CDR; (SEQ ID NO: 7) and CDR; (SEQ 1D NO: 9) and a heavy chain
variable domain that comprises CDR; (SEQ ID NO: 13), CDR» (SEQ
ID NO: 15) and CDR3 (SEQ ID NO: 17); and

(B} an Fc region modification that comprises the substitotions: L235V,
F243L, R292P, Y300L, and P396L;

wherein said numbering is according to the Kabat numbering scheme.

The B7-H3 binding molecule of claim 6, wherein said molecule is a chimeric

antibody.

The B7-H3 binding molecule of claim 6, wherein said molecule is a

humanized antibody.

The B7-H3 binding molecule of claim 1, wherein said molecule comprises:

(A}  alight chain variable domain having the amino acid sequence of SEQ

D NO: 89;

(B)  aheavy chain variable domain having the amino acid sequence of SEQ
1D NO: 99; and

(C)  an Fe-region having the substitutions: L235V, F243L, R292P, Y300L,
and P396L;

wherein said numbering is according to the Kabat numbering scheme.

A hybridoma that secretes the isolated antibody of claim 1.



Claim 11.

Claim 12.

Clamm 13.

Claim 14,

Claim 15.

Claim 16.

Claim 17.

An isolated nucleic acid molecule that encodes a polypeptide chain of the B7-

H3 binding molecule of any of claims 1-9.

The B7-H3 binding molecule of claim 1, wherein said molecule is a diabody

comprising:

(A)  a polypeptide chain [ that comprises an immunoglobulin VL epitope
binding domain specific for binding B7-H3 and a VH epitope binding
domain specific for binding a molecule other than B7-H3; and

(BY  a polypeptide chain IT that comprises an immunoglobulin VH epitope
binding domain specific for binding B7-H3 and a VL epitope bindiné
domain specific for binding said molecule other than B7-H3;

wherein said polypeptide chains [ and II are associated together so as to form

functional epitope binding domains capable of binding to B7-H3 and said

molecule other than B7-H3.

The B7-H3 binding molecule of claim 12, wherein said molecule other than

B7-H3 1s a hapten.

The B7-H3 binding molecule of claim 13, wherein said hapten is fluorescein

isothiocyanate.

The B7-H3 binding molecule of claim 12, wherein said molecule other than

B7-H3 is a T-Cell Receptor or the NKG2D receptor.

The B7-H3 binding molecule of claim 12, wherein said molecule other than

B7-H3 is a tumor-associated antigen.

The B7-H3 binding molecule of claim 16, wherein said tumor-associated
antigen is selected from the group consisting of A33; ADAM-9; ALCAM,;
BAGE; beta-catenin; CA125; Carboxvpeptidase M; CD103; CD19; CD20;
CD22; CD23; CD25; CD27; CD28; CD36; CD40/CD154; CD45; CD46; CDS;
CD56; CD79a/CD79b; CDK4; CEA; CTLA4; Cytokeratin 8; EGF-R; EphA2;
ErbB1; ErbB3; ErbB4: GAGE-1; GAGE-2; GD2/GD3/GM2; gpl00; HER-
2/neu; human papillomavirus-E6; human papillomavirus-E7; Integrin Alpha-
V-Beta-6; JAM-3; KID3; KID31; KSA (17-1A); LUCA-2; MAGE-1; MAGE-
3; MART; MUC-1; MUM-1; N-acetylglucosaminyitransferase; Oncostatin M;
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Clamm 18.

Claim 19.

Claim 20.

Claim 21.

Claim 22.

Claim 23.

Claim 24.

p15; PIPA; PSA; PSMA; ROR1; sTn; TNF-B receptor; TNF-a receptor; TNE-

v receptor; Transferrin Receptor; and VEGF receptor.

A nucleic acid molecule that encodes a polypeptide chain of the B7-H3

binding molecule of any of claims 12-17.

A pharmaceutical composition comprising (i) a therapeutically effective
amount of the B7-H3 binding molecule of any of claims 1-9 or 12-17 and (ii) 2

pharmaceutically acceptable carrier.

The pharmaceutical composition of claim 19, which further comprises one or

more additional anti-cancer agents.

The pharmaceutical composition of claim 20, wherein said additional anti-
cancer agent is a chemotherapeutic agent, a radiation therapeutic agent, a

hormonal therapeutic agent, a foxin or an immunotherapeutic agent.

The pharmaceutical composition of claim 20, wherein said additional anti-
cancer agent is a toxin selected from the group consisting of: a taxane, a
maytansinoid, an auristatin, a calicheamicin, an anthracycline, a CC-1065
analog, docetaxel, a cathepsin, ricin, gelonin, Pseudomonas exotoxin,

diphtheria toxin, RNase, and a toxic radioisotope.

The use of the B7-H3 binding molecule of any of claims 1-9 or 12-17 or of the
pharmaceutical composition of any of claims 19-22 in the preparation of a

medicament for the treatment of cancer in a patient.

The use of the B7-H3 binding molecule of claim 23, characterised in that said
cancer is characterized by the presence of a cancer cell selected from the
group consisting of a cell of an adrenal gland tumor, an AIDS-associated
cancer, an alveolar soft part sarcoma, an astrocytic tumor, bladder cancer,
bone cancer, a brain and spinal cord cancer, a metastatic brain tumor, a breast
cancer, a carotid body tumors, a cervical cancer, a chondrosarcoma, a
chordoma, a chromophobe renal cell carcinoma, a clear cell carcinoma, a
colon cancer, a colorectal cancer, a cutaneous benign fibrous histiocytoma, a

desmoplastic small round cell tumor, an ependymoma, a Ewing’s tumor, an



extraskeletal myxoid chondrosarcoma, a fibrogenesis imperfecta ossium, a
fibrous dysplasia of the bone, a gallbladder or bile duct cancer, gastric cancer,
a gestational trophoblastic discase, a germ cell turmnor, a head and neck cancer,
hepatocellular carcinoma, an islet cell tumor, a Kaposi’s Sarcoma, a kidney
cancer, a leukemia, a lipoma/benign lipomatous tumor, a
liposarcoma/malignant lipomatous tumor, a liver cancer, a lymphoma, a lung
cancer, a medulloblastoma, a melanoma, a meningioma, a multiple endocrine
neoplasia, a multiple myeloma, a myelodysplastic syndrome, a neuroblastoma,
a neuroendocrine tumors, an ovarian cancer, a pancreatic cancer, a papillary
thyroid carcinoma, a parathyroid tumor, a pediatric cancer, a peripheral nerve
sheath tumor, a phacochromocytoma, a pituitary tumor, a prostate cancer, a
posterious uveal melanoma, a rare hematologic disorder, a renal metastatic
cancer, a rhabdoid tumor, a rhabdomysarcoma, a sarcoma, a skin cancer, a
soft-tissue sarcoma, a squamous cell cancer, a stomach cancer, a synovial
sarcoma, a testicular cancer, a thymic carcinoma, a thymoma, a thyroid

metastatic cancer, and a uterine cancer.
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Claim 2.

Claim 3.

Claim 4.

Claim 5.
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What Is Claimed Is: //
lated

An isolated antibody or an immunoreactive fragment thereof, wherein sai}‘,jxo

antibody or said fragment comprises a variable domain that specifically’ binds an
&

extracellular domain of B7-H3, wherein said antibody competes for bifding to said

B7-H3 with any of antibodies: BRCA69D, BRCAB4D, or PRCA157./

The isolated antibody or immumnoreactive fragment thereof of :é;;laim 1, wherein said

anfibody or said fragment comprises a variable domain that ;gf’ﬁprises: '

(A) CDR; (SEQ ID NO: 21), CDR,; (SEQ ID NO: 23fand CDR; (SEQ ID NO:
25} of the light chain of BRCAG9D and CD‘(SEQ I NO: 29), CDR,
(SEQ ID NO: 31) and CDRs (SEQ ID 33) of the heavy chain of
BRCA69D; /

(B) CDR; (SEQ ID NO: 5), CDR; (SEQ IﬂNO: 7) and CDR; (SEQ 1B NO: 9)
of the light chain of BRCAB4D ang/éjDRl (SEQ ID NO: 13), CDR; (SEQ
ID NO: 15) and CDR; (SEQ H};&O: 17} of the heavy chain of BRCAR4D;
or /

<) CDRy (SEQ ID NO: 37), ngg (SEQ ID NO: 39) and CDR; (SEQ ID NO:
41) of the hight chain of PRCA157 and CDR, (SEQ ID NO: 45), CDR,
(SEQ ID NO: 47) gxg& CDR; (SEQ ID NO: 49) of the heavy chain of

PRCA157.  /
/

The isolated anubody 01‘ mmumnoreactive fragment thereof of any one of claims 1-2,

wherein said .mt;/gffy binds to B7-H3 that is endogenously expressed on the surface

of a cancer cell. /
£

/
The isolated#‘gntibody or immunoreactive fragment thereof of any one of claims 1-2,
wherein gaid antibody binds to B7-H3 that is internalized upon binding to B7-H3
eXpres: éd on the surface of a cancer cell.

‘ff
The isolated antibody or immunoreactive fragment thereof of any of claims 1-4,

/ which is a bumanized monoclonal antibody.
;

The isclated antibody of any of ciaims 1-5, wherein said antibody is a modified
antibody that comprises a variant human IgG1 Fe region, wherein said variant human
1gG1 Fe region comprises at least one amino acid modification relative to the Fe
region of the parent of said antibody, said amino acid modification(s) comprising

amino acid modification(s) that alters the affinity or avidity of said variant Fc region

v
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Claim 7.

ClaimsR.

Claim 9.

for binding to an FeyR such that said modified antibody exhibits enhanced effectof

function relative to said parent antibody. fff
The antibody of claim 6, wherein said Fc region modification comprises: f’ ’
{A) at least one substitution selected from the group consisting of: g
() F243L;
(2) D270E:
(3) R292P;
(4) S298N;
(5) Y300L;
(6) V305
(7) A330V; and
(8) P396L;
(B) at least one substitution of two aming’acid residues, said substitufions being
selected from the group consisting @'{;
(H F2431L and P396L;
(2) F2431. and R292P; zﬁ
(3)  R292Pand v30_§;,;/ {
(<) at least one substitation”of three amino acid residues, said substitutions being

selected from the gréup consisting of:
(0 F243%2P and Y300L;
2) F2431Z, R292P and V3{5I;
3 F2431L, R292P and P396L; and
(4) R292P, V3051 and P396L;
D) at I?{aé/t/ ong substitution of four amino acid residues, said substitutions being
selected from the group consisting of:

/(1) F243L,R292P, Y300L and P396L; and
/() F243L,R292P, V3051 and P396L;

&

/ (E) a substitution of at least the five amino acid residues: F2431., R292P, Y300L,

/

V3051 and P396.

The antibady of claim 7, wherein said antibody comprises substitutions of:
(A)  F243L, R292P, and Y300L;

(B) 1235V, F243L, R292P, Y300L, and P396L; or

() F243L, R292P, Y300L, V305!, and P396L.

The antibody of claim 8, whercin said antibody comprises comprises:
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Claim 10.

Claim 11.

Claim 12.

Claim 13.

Claim 4.

Claim 15.
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(A)  avariable domain that comprises CDR; (SEQ ID NO: §), CDR; (SEQ 1D/
NO: 7) and CDR; (SEQ ID NO: 9) of the light chain of BRCA84DFJ; nd
CDR, (SEQ ID NO: 13), CDR; (SEQ ID NO: 15) and CDR; (SEQ | ID NO:
17) of the heavy chain of BRCAS4D; and jdf

{B) an Fe region modification that comprises the substitutions: L._Z"’J{LSV, F243L,
R292P, Y300L, and P396L. '

The antibody of claim 9, wherein said antibody is a chimeric am;ﬁﬁody.
The antibody of claim 9, wherein said antibody is a hl:na/n'ue/(iemtibody.

The isolated antibedy or immunoreactive fragment théreof of claim 1, wherein said

antibody comprises:
(A) a variable light chain baving the aming/acid sequence of hBRCA84D-2 VL.
(SEQ ID NO: §9); |
(B) a variable heavy chain having the arﬁino acid sequence of hBRCAS4D-2 VH
(SEQ ID NO: 99); and

() an Fe-region having the su it

P396L. /

f

A hybridoma that secrete}e a monoclonal antibody that specifically binds an

{titutions: 1235V, F243L, R292P, Y300L, and

extracellular domain of B7-H3, wherein said antibody competes for binding to said

B7-H3 with any of antﬂlijﬁﬁbdiesz BRCAGSD, BRCASB4D, or PRCAI57.
fﬁ{
A nmucleic acid mgiécule that encodes the isolated antibody of any of claims 1-12 or

. £ .
the immunoreagtive fragment of any of ¢laims 1-3

A dual afi}mé; retargeting reagent {DART™), said reagent comprising:
(A) f{ polypeptide chain T that comprises an immunoglobulin VL epitope binding
domain specific for binding B7-H3 and a VH epitope binding demain

/ P specific for binding & molecule other than B7-H3; and

ﬁ;’/fB) a polypeptide chain 1T that comprises an immunoglobulin VH epitope binding

£

domain specific for binding B7-H3 and a VL epitope binding domain specific
for binding said molecule other than B7-H3;
wherein said polypeptide chains [ and Il are associated together so as 1o form
functional epitope binding domains capable of binding to B7-H3 and said molecule
other than B7-H3.
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Claim 16.

Claim 17.

Claim 8.

Claim 19.

Claim 20.

Claim 21,

Claim 22.

Claim 23,

The dual affinity retargeting reagent (DART™) of ¢claim 15, wherein said molecul
other than B7-H3 that may be bound by said DART™ is a hapten.
' s

Ky
The dual affinity retargeting reagent (DART™) of claim 16, wherein said Wapten is
fluorescein isothiocyanate. /

&

The dual affinity retargeting reagent (DART™) of claim 15, wherc—;j-g said molecule
other than B7-H3 that may be bownd by said DART™ is a T—géﬁ Receptor or the
NKG2D receptor. 4

#
&
g

y
The dual affinity retargeting reagent (DART™) of claim15, wherein said molecule

other than B7-H3 that may be bound by said DARTTT/'s a tumor-associated antigen,

The dual affinity retargeting reagent (DART™) 6?' claim 19, wherein said tumor-
associated antigen is selected from the group oqé;/isting of A33; ADAM-9; ALCAM;
BAGE; beta-catenin; CA125; Carboxyqneptjﬂése M, CD103; CD19; CD20; CD22;
CD23; CD25; Cb27; CD28; CD36; §D40/CD}.54; CD45; CD46;, CDS5; CD5e;
CD7%a/CD79b; CDK4; CEA; CTL}A&; Cytokeratin &; EGF-R; EphA2; ErbBl;
ErbB3; ExbBd; GAGE-1; GAGE-2, GD2/GDYGM2; gp100; HER-2/meu; human
papiliomavires-E6; human pagiffomavims-E?; Integrin Alpha-V-Beta-6; JAM-3;
KiD3; KID31; KSA (i?—lfyﬁi LUCA-2; MAGE-1; MAGE-3; MART; MUC-1;
MUM-1; N'—accty?glucosa;;eﬁ{}yitransferase; Omncostatin M; pl5; PIPA; PSA; PSMA;
RORI; sTn; TNF-B reggﬁtor; TNF-g receptor; TNF-y receptor; Transferrin Receptor;
and VEGF 1'ecept0j.//f

A nucleic aci _.'ﬁlolecule that encodes a polypeptide chain of the dual affinity

retargeting reagent (DARTT™) of any of claims 15-20,

/
A phamé/::eutical composition comprising (i) a therapeutically effective amount of
the ‘i/w{ited antibody of any of claims 1-12 or the immunorzactive fragment of any of
CE};?ms 1-5 or the dual aflinity retargeting rcagent (DART™) of any of claims 15-20

1d (i) a pharmaceutically acceptable carrier,

The pharmaceutical composition of claim 21, wherein said amibody is a humanized

antibody that comprises:

{A) a variable domain that comyprises CDR; (SEQ ID NO: 5), CDR; (SEQ 1D
NO: 7) and CDR; (SEQ 1D NO: 9 of the light chain of BRCAB4D and
CDR; (SEQ ¥D NG: 13), CDR; (SEQ ID NO: 15) and CDR; (SEQ ID NO:
17) of the heavy chain of BRCAR4D; and
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B) an Fc region modification that comprises the substitutions: 1235V, F%;%SL,
R292P, Y300L, and P396L. s
/
Claim 24, The pharmaceutical composition of claim 21, wherein said antibody is a Aumanized
antibody that comprises:
(A} a variable light chain having the amino acid sequence of hBRCASB4D-2 VI,

(SEQ 1D NO: 89);

B) a variable heavy chain having the amino acid sequen%@-"{)f hBRCAR4D-2 VH

(SEQ 13 NO: 99); and A
{C) an Fc-region having the substitutions: L2Z35V, E&SL, R292P, Y300L, and
P396L.
Claim 25, The pharmaceutical composition of any of claims 22-24, which further comprises one

or more additional anti-cancer agents,

Claim 26. The pharnmaceutical compaosition of any offclaims 22-24 wherein said additional anti-
cancer agent is a chemotherapeutic ageht, a radiation therapeutic agent, a hormonal

therapeutic agent, a toxin or an immuhotherapeutic agent,

Claim 27. The pharmaceutical composition éf any of claims 22-24 wherein said additional anti-
cancer agent is a toxin sglected from the group consisting oft a taxane, a
maytansinoid, an auris ﬁn, a calicheamicin, an anthracycline, a CC-1065
analog, docetaxel, ", cathepsin, rticin, gelonin, Pseudomonas exotoxin,

diphtheria toxin, RNase, and a toxic radioisotope.

Claim 28, The use of the isolated antibody of any of claims 1-12 or the immmunoreactive
fragment ofAny of claims -5 or the dual affinity retargeting reagent (DART™) of
any of cié“;ms 15-20 in the diagnosis of cancer, wherein said isolated antibody,

immL;;?é'(eactive fragment, or DART™ ig detectably labeled.

&
Claim 29. T}{c/use of claim 28, characterised in that said cancer is characterized by the presence
/fgf a cancer cell selected from the group consisting of a cell of an adrenal gland twumor,

f{ an AIDS-associated cancer, an alveolar soft part sarcoma, an astrocytic tumor,

Vi bladder cancer, bone cancer, a brain and spinal cord cancer, a metastatic brain tumor,

/ a breast cancer, a carotid body tumors, a cervical cancer, a chondrosarcoma, a

// dhordoma, a chromophobe renal cell carcinoma, a clear cell carcinoma, 2 colon
/ . . .
P cancer, a colorectal cancer, a cutaneous benign fibrous histiocytoma, a desmoplastic

small round cell tumor, an ependymoma, & Ewing’s tumor, an extraskeletal myxoid
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chondrosarcoma, a fibrogenesis imperfecta ossium, a fibrous dysplasia of the bo%§{'a/
gallbladder or bile duct cancer, gastric cancer, a gestational trophoblastic dis%a’gc, a
germ cell tumor, 2 head and neck cancer, hepatocellular carcinoma, an islet Cﬁﬁ tumor,
a Kaposi's Sarcoma, a kidney cancer, a leukemia, a lipoma/benign Eipom?,tgus umor,
a Hposarcoma/malignant lipomatous tumor, a liver cancer, a lymphmnz}fg Iung cancer,
a medulloblastoma, a melanoma, a meningioma, a multiple endooﬁﬁze neoplasia, a
multiple myeloma, a myelodysplastic syndrome, a neuroblastont ,. a neuroendocrine
tumors, an ovarian cancer, 4 pancreatic cancer, a papillary/thyroid carcinoma, a
parathyroid tumor, a pediatric cancer, a peripheral flérvc sheath tumor, a
phagochromoecytoma, a pituitary tumor, a prostatc /g;ﬁ’;}ccr, a posterious unveal
melanoma, a rare hematologic disorder, a renal metastdtic cancer, a rhabdoeid tumor, 2
rhabdomysarcoma, a sarcoma, a skin cancer, a sofftissue sarcoma, a squamous cell
canger, a stomach cancer, a synovial sarcoma, aﬁt’é/sticalar cancer, a thymic carcinoma,

a thymoma, a thyroid metastatic cancer, and ;;mterine cancer,

Claim 30. The use of the isolated antibody of aft{}: of claims 1-i2 or the immunoreactive
fragment of any of claims 1-5 or thelual affinity retargeting reagent (DART™) of
any of claimg 15-20 or of the phj;;’éaceutica} composition of any of ¢laims 22-27 in

the preparation of a medicamentfor the treatment of cancer in a patient.

Claim 31. The use of any of claims 29-34, characterised in that said cancer is characterized by
the presence of a cancer_c’éll selected from the group consisting of a cell of an adrenal
gland tumor, an AIDS associated cancer, an alveolar soft part sarcoma, an astrocytic
turﬁor, bladder canger, bone cancer, a brain and spinal cord cancer, a metastatic brain
tumor, a breast efincer, a carotid body tumors, a cervical cancer, a chondrosarcoma, a

dhordoma, afchromophobe renal cell carcinoma, & clear cell carcinoma, a colon

cancer, a golorectal canger, a cutancons benign fibrous histiocytoma, a desmoplastic
small tdund cell tumor, an ependymoma, a Ewing’s tumor, an extraskeletal myxoid
choplrosarcoma, a fibrogenesis imperfecta ogsium, a fibrous dysplasia of the bone, a
. 'g:)ladder or bile duct cancer, gastric cancer, a gestational trophoblastic discase, a
germ cell tumor, a head and neck cancer, hepatocellular carcinoma, an islet cell tumor,
a Kaposi’s Sarcoma, a kidney cancer, a leukemia, a lipoma/benign lipomatous tumor,
a liposarcoma/malignant lipomatous tumor, a liver cancer, a lymphoma, a lung cancer,
/” a medulloblastoma, a melanoma, a meningioma, & multiple endocrine neoplasia, a
multiple myeloma, a myelodysplastic syndrome, a neuroblasioma, a neurcendocrine
tmors, an ovarian cancer, a pancreatic cancer, a papillary thyroid carcinoma, a

parathyroid tumor, a pediatric cancer, a peripheral nerve sheath tomor, a
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Y




WEO-20414109400 PETRTR2GT1702668%

Claim 32.

phasochromocytoma, a pituitary tumor, a prosfate cancer, a posterious u:nvc%l?= "
melanoma, a rare hematologic disorder, a renal metastatic cancer, a rhabdoidh;mpi‘f a
rhabdomysarcoma, a sarcoma, a skin cancer, a soft-tissue sarcoma, a squamods cell
cancer, a stomach cancer, a synovial sarcoma, a testicular cancer, a thymic garcinoma,

a thymoma, a thyroid metastatic cancer, arnl a uterine cancer.

The use of any of claims 29-31, characterised in that the use Aurther comprises
administration of one or more additional cancer therapies seleCted from the group

consisting of chemotherapy, immunctherapy, radiation théy; hormonal therapy,

and surgery.
/,
/
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